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R8 R7 R< 



(Continued) 



NC ^ CO 



XX, 




II. 



AB Title compds. I IR1-4 - H, alkyl, alkenyl , etc. ; X - O, S, S02, alkyl; 
R7-8 

- H. alk(en/yn)yl, haloalkyl, alkoxy, N02, CN, etc.; D » (hetero) aryl, 
cycloalkyl, etc.; R9 - H, OH, CN, alkyl, etc.; n - 0-3] are prepared For 
instance, (5SJ -2- ( 4-bromophenyl) -5-isohutyl-l, 3-dioxolan-4-one 
(preparation 

given) is reacted with PhMgBr (Et20, ZnCl2. -40") and the resulting 
carboxylic acid coupled to aminoacetonitrile (DMF, HATU. Et3N) to give 

I are cysteine protease inhibitors, including but not limited to, 
inhibitors of cathepsins K, L, S and B and are useful for treating 
diseases in which inhibition of bone resorption is indicated, such as 
osteoporosis. They have the following structure: Formula (I). 
672328-08-4P 672328-15-3P 672328-19-7P 
672328-22-2P 672328-25-5P, (2S) -2- |(( 1R> -1- («- 
Bromophenyl ) -2- (4-chlorophenyl ) ethyl J oxy) -N- (cyanomethyl ) -4- 
methylpentanamide 67232B-52-8P, N- (Cyanomethyl) -4-methyl-2- 
|phenyl(4-(piperazin-l-ylcarbonyl)phenyl)methoxy)pentanamide 
672328-55-1P 672328-63-1P, 2- ( (4-Broraophenyl ) ( 1, 3- 
thia20l-2-yl)methoxy] -N- (cyanomethyl) -4-methylpentanamide 
672328-69-7P 672328-B1-3P 67232B-B6-8P 
672328-B7-9P 67232B-93-7P 67232B-94-8P 

672328- 98-2P 672329-00-9P 672329-02-1P 

672329- 07-6P 672329-08-7P 672329- 1 3-4 P, 

2- [1- (4-Bromophenyl) -2, 2, 2-trif luoroethoxy) -N- (cyanomethyl) -4- 
methylpentanamide 672329-14-5P 674784-52-2P . 

RL: PAC (Pharmacological activity); RCT (Reactant); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 

(preparation of heterocyclic-substituted amides as cathepsin cysteine 
protease inhibitors) 
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RN 672328-08-4 CAPLUS 
CN Pentanamide, 

2- ( (B) - (4-bromophenyl ) phenylmethoxy] -N- (cyanomethyl ) -4-methyl- 
, (2S»- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 672328-22-2 CAPLUS 

CN Pentanamide, 2- [ (S) - (4-bromophenyl) (2, 4, 6-trimethylphenyl)methoxy)-N- 
(cyanomethyl)-4-methyl-, <2S>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 672328-15-3 CAPLUS 

CN Pentanamide, 2- 1 (R) - (4-bromophenyl I [4- (methylsulfonyl > phenyl Jmethoxy) -N- 
(cyanoroethyl)-4-methyl-, (23)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 672328-19-7 CAPLUS 

CN Pentanamide, 2- 1 (R) - (4-bromophenyl ) ( 4-chlorophenyl ) methoxy) -N- 
(cyanomethyD-4-methyl-, <2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 





RN 672328-25-5 CAPLUS 

CN pentanamide, 2- ( ( 1R) -1- (4-bromophenyl ) -2- (4-chlorophenyl) ethoxy]-N- 
(cyanoraethyl)-4-methyl-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 672328-52-8 CAPLUS 

CN Pentanamide, N- (cyanomethyl) -4-methyl-2- (phenyl [ 4- (1- 

piperazinylcarbonyUphenyllmethoxy)- (9CI) (CA INDEX NAME) 




Ph C-NH-CH2-CN 

o 



RN 672328-55-1 CAPLUS 

CN Pentanamide, 2- J (S>- (4-bromophenyl) -2-thienylmethoxy) -N- (cyanomethyl) -4- 
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methyl-, (2S)- (9CI> (CA INDEX NAME) 

Absolute stereochemistry. 




RN 672328-63-1 CAPLUS 

CN Pentanamide, 2-( (4-bromophenyl)-2-thiazolylmethoxy)-N- (cyanomethyl) -4- 
methyl- (9CI) (CA INDEX NAME) 



C- NH- CH2- CN 



O-CH- Bu-i 




RN 672328-69-7 CAPLUS 

CN Pentanamide, N- (cyanomethyl ) -4 -methyl -2- 1 (R) - 1 4 * - ( methyl thio) [1,1*- . 
biphenyll-4-yl)phenylmethoxyl-, (23)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 672328-81-3 CAPLUS 

CN Pentanamido, N- (cyanomethyl ) -4-methyl-2- ( (R) -phenyl (4- (3- 
pyridinyl) phenyl Jmethoxy)-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 672328-86-9 CAPLUS 

CN Pentanamide, N- (cyanomethyl) -2- I (R) - (4- [ 1- (2-methoxyethyl ) -3- 

piperidinyl) phenyl JphenyimethoxyJ-, (25)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 672328-87-9 CAPLUS 

CN pentanamide, N- (cyanomethyl )-4-methyl-2-( (R) -phenyl [4- (3- 
quinolinyDphenyllmethoxy]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 67232B-93-7 CAPLUS 

CN Benzoic acid, 4- U ( IS) -1- ( I (cyanomethyl) amino) carbonyl J -3- 
methylbutoxylphenylmethyl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Os. . j, CN 

ph 




RN 672328-94-8 CAPLUS 

CN Pentanamide, 2- I (4-bromophenyl ) phenylmethoxy) -N- (cyanomethyl) -4-methyl-, 
(2S»- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 672328-98-2 CAPLUS 

CN Pentanamide, N- (cyanomethyl) -4-methyl -2- I (R) - 1 4- 1 4- 

(methylthio) benzoyl) phenyl JphenyimethoxyJ-, US)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 672329-00-9 CAPLUS 

CN Pentanamide, 2-( (S-bromo-2-pyridinyl) phenylmethoxy) -N- (cyanomethyl) 
methyl-, (2S)- <9CI> (CA INDEX NAME) 

Absolute stereochemistry. 




RN 672329-02-1 CAPLUS 

CN Pentanamide, N- (cyanomethyl ) -4-methyl -2- [ [ 5- (4- (methyl thio) phenyl ] 
pyridinyl] phenylmethoxy)-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 672329-07-6 CAPLUS 

CN Pentanamide, N- (cyanomethyl ) -4-roethyl -2- ( (R)-(4-( 1 -methyl- 4- 

pipendinyDphenyHphenylmethoxy)-, <2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 672329-08-1 CAPLUS 

CN Pentanamide, N- (cyanomethyl) -2- 1 (R)- 1 4- [ I- (2-roethoxyethyl> -4- 

piperidinylJphenyl)phenylmethoxy)-4-methyl-, (2S>- (9CI) <CA INDEX NAME) 

Absolute stereochemistry. 




RN 672329-13-4 CAPLUS 
CN pentanamide, 

2- ( 1- <4-broroophenyl) -2, 2, 2-tri f luoroethoxy) -N- (cyanomethyl ) -4- 
methyl- (9CI) (CA INDEX NAME ) 



C- NH- CH2~ CN 

O-CH-Bu-i 
I 




RN 672329-14-5 CAPLUS 
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CN pentanamide, N- (cyanomethyl ) -4-methyl-2- [ (R> -phenyl 1 4- 

[ (trimethylsilyl)ethynyl]phenyllmethoxy)-, (2S>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 674784-52-2 CAPLUS 

CN Pentanamide, N- (cyanomethyl ) -4-methyl-2- | (R)-[4- (l-roethyl-l-oxido-4- 
piperidinyl) phenyl Iphenylmethoxy]-. (2S>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




IT 672328-11-9P 672328-12-0P 672328-14-2P 
672328-18-6P 672328-21-1P 672328-24-4P 

672328-2B-8P, (2S) -2- (Benzhydryloxy) -N- (cyanomethyl) -4- 
methyl pentanamide 67232B-31-3P 672328-33-5P 
672328-34-6P 672328-35-7P 672328-36-8P 
672328-37-9P 672328-38-0P 672328-39-1P 
672328-40-4P 672328-41-SP 672328-42-6P 
67232B-43-7P 67232B-44-8P 672328-45-9P 
67232B-46-0P 672328-47-1P 672328-48-2P 
672328-49-3P 672328-50-6P 672328-51-7P 

672328- 53-9P, N- (Cyanomethyl ) -2- [ ( 4- (( 4- (2- f luoroethyl ) piperazin- 1- 
yljcarbonyl] phenyl] (phenyl Jmethoxy] -4-methylpentanamide 
672328-54-0P, N- (Cyanomethyl ) -4-methyl-2- | (4- [ [ 4- 

(methylsulfonyl) piperazin-l-yl] carbonyl] phenyl) (phenyl Imethoxy] pentanamide 
672328-56-2P 672328-57-3P 672328-59-5P, 

2-1 (4-Bromophenyl) (pyridin-2-yl)roethoxy) -N- (cyanomethyl) -4- 
methylpentanamide 672328-60-8P, 2- ( (4-Bromophenyl ) (pyridin-3- 
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yl)methoxy]-N- (cyanomethyl) -4-methylpentanamide 672328-61-9P, 
2- I (4-Bromophenyl) (pyridin-4-yl)methoxy) -N- (cyanomethyl) -4- 
methylpentanamide 672328-62-0P, N- (Cyanomethyl) -4-methyl-2- [ (4 ' - 
(piperazin-l-yl)-l, 1 '-biphenyl-4-yl] ( pyridin- 2 -yl Jmethoxy] pentanamide 
67232B-64-2P, N- (Cyanomethyl ) -4-methyl-2- ( ( 4 ' - (piperazin-l-yl ) - 
1,1' -biphenyl-4-yl ] ( 1 , 3-thiazol-2-yl ) roethoxy} pentanamide 
672328-65-3P 672328-66-4P 672328-67-5P 
672328-6B-6P 672328-7O-0P 672328-71-1P 
672328-73-3P 672328-7B-8P 672328-B0-2P 
672328-B2-4P 672328-B5-7P 672328-89-1P 
672328-92-6P 67232B-95-9P 672328-96-0P 

672328- 97-1P 67232B-99-3P 672329-01-0P 

672329- 03-2P 672329-04-3P 672329-05-4P 
672329-06-5P 672329-10-1P 672329-12-3P 
672329-15-6P 672329-16-7P 672329-19-0P 

672329-20-3P, 2- I ( 4-Bromophenyl ) ( l-methyl-lH-pyrazol-5-yl Jmethoxy) - 
N- (cyanomethyl) -4-methylpentanamide 672329-21-4P, 
2-11- (4-Broroophenyl) ethoxy] -N- (cyanomethyl ) -4-methylpentanamide 
672329-22-5P, 2- [1- (4-Broroophenyl ) propoxy) -N- (cyanomethyl ) -4- 
methyl pentanamide 672329-23-6P, N- (Cyanomethyl ) -2- ( (4- 
fluorophenyl) [ 4- (pyridin-4-yl) phenyl] roethoxy) -4-methylpentanamide 
672329-24-7P, 2- [ (4-Bromophenyl) (4-f luorophenyl)methoxy)-N- 
(cyanomethyl ) -4-methylpentanamide 672329-26-9P, 

N- (Cyanomethyl) -2- ( (4-f luorophenyl ) (4 '-(piperazin-l-ylj-l, 1 '-biphenyl-4- 
yl Jmethoxy) -4-methylpentanamide 672329-28-1P, 

N- (Cyanomethyl) -4-methyl-2- [phenyl 14 ' - (piperazin-l-yl) -1, 1 ' -biphenyl-4- 
yl] roethoxy] pentanamide 672329-29-2P 672329-30-5P 
672329-31-6P 672329-32-7P, N- (Cyanomethyl ) -4 -methyl -2- ( 1- 
14'- (piperazin-l-yl)-l, 1 ' -biphenyl-4-yl] ethoxy] pentanamide 
672329-33-8P, N- (Cyanomethyl) -4-roethyl-2- (2, 2, 2-trif luoro-1- [4 ' - 
(piperazin-l-yl) -1, 1 ' -biphenyl-4-yl J ethoxy J pentanamide 
672329-34-9P, 2- I ( 4-Bromophenyl ) (phenyl Jmethoxy] -N- (cyanomethyl) -4- 
methylpentanamide 672329-35-0P, N- (Cyanomethyl) -4-methyl-2- 
Iphenyl (4- (pyridin-4-yl )phenyl]methoxy] pentanamide 672329-36-1P 
672329-37-2P 672329-38-3P, N- (Cyanomethyl ) -4-raethyl-2- 

(2,2, 2-trif luoro-1- (4 '-(4- (raethylsulf onyl) piperazin-l-yl J -1, 1 ' -biphenyl-4- 
yl] ethoxy] pentanamide 672329-39-4P, 2- [(4-Bromophenyl > (2, 4, 6- 
trifluorophenyl) roethoxy ]-N- (cyanomethyl) -4-methylpentanamide 
672329-40-7P, (2S) -2- [Bis ( 4-broroophenyl ) roethoxy) -N- (cyanomethyl) -4- 
methylpentanamide 672329-41-8P 672329-42-9P 
672329-43-0P 672329-44-1P, N- (Cyanomethyl ) -4-raethyl-2- 

[2, 2, 2-trif luoro-1- [4 (methylthio) -1, 1 1 -biphenyl-4-yl) ethoxy] pentanamide 
672329-46-3P, N- (Cyanomethyl ) -4-roethyl-2- 12, 2, 2-trif luoro-1- (4 ■- 
(methylsul f onyl > - 1 , 1 ' -biphenyl-4-yl ) ethoxy J pentanamide 
674784-53-3P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(prepn. of heterocyclic-substituted amides as cathepsin cysteine 
protease inhibitors) 
RN 672328-11-9 CAPLUS 

CN Pentanamide, N- (cyanomethyl ) -4-raethyl-2- [ (R) -phenyl 1 4 '-( 1- 

piperazinyl) [ 1, 1 • -biphenyl ) -4-yl Jmethoxyl - , <2S)- (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 672328-12-0 CAPLUS 
CN Pentanamide, 

N- (cyanomethyl) -4-methyl-2-[ (R) -phenyl [4 (4-pyridinyl) [1, 1' 
biphenyl]-4-yl)methoxy)-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 672328-14-2 CAPLUS 
CN Pentanamide, 

N- (cyanomethyl )-2-((R)-[4'-( IH-imidazol- 1-yl ) t 1 , 1 ' -biphenyl ] - 

4-yl)phenylroethoxy)-4-methyl-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RM 672320-19-6 CAPLUS 
CN Pentanamide, 

N- (cyanomethyl) -4-methyl-2- ( (S) - 1 4- (methylaulfonyl) phenyl) 1 4 • - 

(1-piperazinyl) |1, 1 ' -biphenyll -4-yl Imethoxy) -, <ZS)~ (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 67232B-21-1 CAPLUS 

CN Pentanamide, 2-1(3) - (4-chlorophenyl) (4*- (1-piperazinyl ) ( 1, 1 ' -biphenyl] -4- 
yl Imethoxy] -N- (cyanomethyl) -4-methyl-, (2S)- (SCI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 67232B-24-4 CAPLUS 

CN Pentanamide, N- (cyanomethyl) -4-methyl-2- [ (S) - (4 '- (1-piperazinyl) [1,1'- 
biphenyl]-4-yl] (2,4, 6-trimethylphenyl)methoxy] (2S)- (9CI) (CA INDEX 



Absolute stereochemistry. 




RN 672328-28-B CAPLUS 

CN Pentanamide, N- (cyanomethyl ) -2- (diphenylraethoxy ) -4 -methyl-, (2S)- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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CN 



RN 672328-31-3 CAPLUS 
CN Pentanamide, 

2- 1 (R) - (3-bromophenyl)phenylmethoxy) -N- (cyanomethyl) -4-methyl - 
, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

Ph <V^ CN 




"^V^ <r s Bu-i 



Br 



RN 672328-33-5 .CAPLUS 

CN Pentanamide, 2-( (4- (3-chloropyrazinyl)phenyl]phenylmethoxy)-N- 
(cyanomethyl)-4-methyl-, (ZS)- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 672328-34-6 CAPLUS 

CN Pentanamide, N- (cyanomethyl ) -4 -methyl -2- (phenyl ( 4- (2- 

thiazolyl) phenyl Jmethoxy) (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 672328-35-7 CAPLUS 

CN Pentanamide, 2-1(4'- ( aminosul f onyl ) 11,1' -biphenyl ) -4-yl Jphenylmethoxy) - 
(cyanomethyl) -4-methyl-, <2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 67232B-36-8 CAPLUS 

CN Pentanamide, N- (cyanomethyl) -4-methyl-2- I [4 (raethylsul f onyl) 11, 1' 

biphenyl | -4-yUphenylmethoxy) -, (2S)- (9CI> (CA INDEX NAME) 

Absolute stereochemistry. 




RN 672328-37-9 CAPLUS 
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CM Pentanamide, N-(cyanoraethyl)-4-mothyl-2-[phenyl(4- (3- 

cpiinolinyl)phenylJmethoxy)-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 612328-38-0 CAPLUS 

CN Pentanamide, N- (cyanomethyl) -4-raethyl-2- [phenyl 1 4- (5- 

pyrimidinyl) phenyl lmethoxyj-, US)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 672328-39-1 CAPLUS 

CN Pentanamide, N- (cyanomethyl) -4-methyl-2- (phenyl (4- (6- 

quinolinyl > phenyl Jmethoxy]-, (23)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 672328-40-4 CAPLUS 

CN Pentanamide, N- (cyanomethyl) -2- ( [ 4- [ 6- (hydroxymethyl) -l-oxido-3- 

pyridinyl Jphenyl Jphenylmethoxy) -4-methyl-. (25)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. " 




RN 672328-41-5 CAPLUS 

CN Pentanamide, N- (cyanomethyl ) -4-xaethyl-2- [phenyl (4- (4- 

pyridinyDphenylJmethoxy)-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 672328-42-6 CAPLUS ' 
CN Pentanamide, 

N- (cyanomethyl) -2- [ [4- ( lH-indol-4-yl) phenyl 1 phenylmethoxyj -4- 
methyl-, (23)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 672328-43-7 CAPLUS 

CN Pentanamide, N- (cyanomethyl ) -4 -me thy 1-2- (phenyl [4- (2- 

pyridinyl)phenyl)methoxy)-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 672328-44-8 CAPLUS 
CN Pentanamide, 

N- (cyanomethyl) -4-methyl-2- (phenyl (4-pyrazinylphenyl )methoxyl - 
, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 672328-45-9 CAPLUS 

CN Pentanamide, N- (cyanomethyl ) -4-methyl-2- (phenyl (4- (3- 

pyridinyl) phenyl Imethoxyl-, <2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 672328-46-0 CAPLUS 
CN Pentanamide, 

N- (cyanomethyl ) -4-methyl-2- (phenyl(4- [ 5- ( lH-tetrozol-5-yl) -3- 
pyridinyl Jphenyl Jmethoxy]-. (23)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Karen Cheng 



10525264 
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RN 672328-47-1 CAPLUS 

CN Pentanamide, N- (cyanomethyl) -4-methyl-2- [ [4- (3-methyl-2- 

pyridinyl) phenyl Jphenylraethoxy] -, (23)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 672328-48-2 CAPLUS 

CN 4-Pyridinecarboxylic acid, 

2- (4- 1 1 (lS)-l-( ( (cyanomethyl I amino} carbonyl)- 3- 

methylbutoxy ) phenylmethy 1 ) phenyl J - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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NC' 




RN 672328-49-3 CAPLUS 

CN Pentanamide, N- (cyanomethyl )-4-methyl-2- (phenyl (4- (2- 

pyrimidinyl) phenyl Jmethoxy]-. (2S>- (9CI> (CA INDEX NAME) 

Absolute stereochemistry. 




RN 672328-50-6 CAPLUS 

CN (1, l'-Biphenyl]-4-carboxylic acid, 4'-(|(lS)-l- 

t ( (cyanomethyl)eiruno)carbonyl|-3-methylbutoxy]phenylmethyl)-, ethyl ester 
(9CI) (CA INDEX NAME ) 

Absolute stereochemistry. 
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RN 672328-51-7 CAPLUS 

CN |l,l'-Biphenyl)-4-carboxamide, 

4'-[( (1S)-1-[| ( cyanomethyl) amino) carbonyl ) - 

3-raethylbutoxy]phenylmethylJ- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 672328-53-9 CAPLUS 

CN Pentanamide, N- (cyanomethyl) -2-( [4-1 [4-(2-f luoroethyl)-l- 

piperazinyl)carbonyl)phenyl]phenylraethoxyJ-4-methyl- (9CI) (CA index 



Orhfl 

P ™ rtf"^ ^^CH-O-CH-Bu-i 
FCH 2 -CH 2 | | 

Ph C-NH-CH 2 -CN 
O 



RN 672328-54-0 CAPLUS 

CN Pentanamide, N- (cyanomethyl > -4-methyl-2- 1 1 4- ( (4- imethylsulionyl > -1- 
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piperazinyl) carbonyl) phenyl Jphenylraethoxy)- (9CI) (CA INDEX NAME) 



CH-O-CH- Bu-i 
I I 

Ph C- NH- CH2~ CN 



RN 672328-56-2 CAPLUS 

CN Pentanamide, N- (cyanomethyl ) -4-methyl-2- I (S) - [ 4 ' - ( 1 -piperazinyl ) ( 1 , 1 ' 
biphenyl)-4-ylJ-2-thienylraethoxyJ-, (23)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 672328-57-3 CAPLUS 
CN Pentanamide, 

2- [ (4-bromophenyl) -3-thienylmethoxy) -N- (cyanomethyl ) -4-methyl- 
, (2S>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




10525264 
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RN 672328-59-5 CAPLUS 

CN Pentanamide, 2- ( (4 -bromophenyl) -2-pyridinylmethoxyl -N- (cyanomethyl) -4- 
methyl- (9CI) (CA INDEX NAME) 



C- NH- CH2~ CN 



O-CH-Bu-i 
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NC- CH2~ NH- C 



(Continued) 



i-Bu-CH-O 



OlCnO-Cr 



RN 672326-64-2 CAPLUS 

CN Pentanamide, N- (cyanomethyl) -4-roethyl-2- [ [4 '-( 1-piperazinyl M 1, 1 ' 
biphenyl}-4-yl)-2-thiazolylmethoxy]- (9CI) (CA INDEX NAME) 



RN 672328-60-8 CAPLUS 

CN Pentanamide, 2- I ( 4-bromophenyl ) -3-pyridinylmethoxy } -N- (cyanomethyl) -4- 
methyl- (9CI) (CA INDEX NAME) 



C- NH-CH2-CN 



O-CH- Bu-i 

cx-lc" 



RN 672328-61-9 CAPLUS 

CN Pentanamide, 2- ( ( 4 -bromophenyl ) -4-pyridinylmethoxy 1 -N- (cyanomethyl ) -4- 
methyl- (9CI) (CA INDEX NAME) 




RN 672 328-65-3 CAPLUS 
CN Pentanamide, 

2-| (4 -bromophenyl) (4-f luorophenyl )methoxy) -N- (cyanomethyl) -4- 
methyl-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 



C- NH- CH2-CN 



O-CH-Bu-i 

0-L4J' 




RN 672328-62-0 CAPLUS 

CN Pentanamide, N- (cyanomethyl) -4-methyl-2- ( (4 (1-piperazinyl) ( 1 , 1 ' 
biphenyl)-4-yl)-2-pyridinylmethoxy)- (9CI) (CA INDEX NAME) 



RN 672328-66-4 CAPLUS 
CN Pentanamide, 

2- [ (4-broreophenyl ) cyclohexylmethoxy) -N- (cyanomethyl > -4-raethyl- 
, (2S)- (9CI) (CA INDEX NAME) 
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Absolute stereochemistry. 
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Absolute stereochemistry. 



(Continued) 



O 3 Bu-i 




RN 672328-67-5 CAPLUS 

CN Pentanamide, 2- [ (1- < 4-bromophenyl) -2-methyl-2-propenyl] oxy)-N- 
(cyanomethyl)-4-methyl-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 672328-71-1 CAPLUS 

CN Pentanamide, N- (cyanomethyl) -4-methyl-2- [ (R) - ( 4 • - (4-raorpholinyl ) 1 1 , 1 ' 
biphenylJ-4-yl)phenylmethoxyl-, (23) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



O^Bu-i 




RN 67232B-6B-6 CAPLUS 

CN Pentanamide, 2- [ 1- (4 -bromophenyl) -2-methylpropoxyJ -N- (cyanomethyl) -4- 
methyl-, (2S>- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 

H 




O^Bu-i 




RN 672328-73-3 CAPLUS 

CN Pentanamide, N- (cyanomethyl )-4-methyl-2- ( (R) - [ 4- (5-methyl-l-cyclohexen- 
yl) phenyl ) phenylmethoxyj -, (23)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 672328-70-0 CAPLUS 

CN Pentanamide, N- (cyanomethyl) -4-methyl-2- I (R) - [4 (methylsulf onyl) (1,1* 
biphenyll-4-yl]phenylmethoxy)-, (2S)- (9C1) (CA INDEX NAME) 



Karen Cheng 



10525264 
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RN 672328-78-8 CAPLUS 

CH Pyridiniura. 3 - 1 < - ( (R) - 1 (IS) -1- [ I (cyanomethyl) amino J carbonyl 1-3- 

roethylbutoxyjphenylroethyll phenyl 1-1-methyl-, iodide (9CI) (CA INDEX 

NAME) 

Absolute stereochemistry. 




• I- 



RN 672328-80-2 CAPLUS 

CN Pentanamide, N- (cyanoroethyl ) -4 -methyl -2- ( (R) - [ 4- ( l-oxido-3- 

pyridinyl ) phenyl ] phenylraethoxy J - , <2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 672328-62-4 CAPLUS 

CN Pentanamide, N- (cyanomethyl) -2- ( (R) - | 4- | 1- <2-methoxyethyl) -3- 

piperidinyljphenyl lphenylmethoxy! -4-methyl-, (2S>- (9CI) <CA INDEX NAME) 

Absolute stereochemistry. 




RN 672328-85-7 CAPLUS 

CN Pentanamide, N- (cyanomethyl ) -2- I (R) - ( 4- ( 1- (2-methoxyethyl ) -l-oxido-3- 

piperidinyl]phenyl)phenylmethoxy)-4-methyl-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 672328-89-1 CAPLUS 
CN Pentanamide, 

N- (cyanomethyl) -4-methyl-2- [ (R) -phenyl 1 4- (1,2, 3, 4-tetrahydro- 

l-methyl-3-quinolinyl)phenyllmethoxy)-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 672328-92-6 CAPLUS 

CN Pentanamide, N- (cyanoroethyl) -4-methyl-2- 
quinolinyl > phenyl lphenylmethoxy] -, (2S) - 

Absolute stereochemistry. 



(R)-(4-(l-oxido-3- 
(9CI) (CA INDEX NAME) 




RN 672328-95-9 CAPLUS 

CN Benzamide, 4- \\ ( IS) -1- I ( (cyanomethyl ) amino) carbonyl } - 
methylbutoxyJphenylmethyl]-N-methoxy-N-methyl- (9CI) 

Absolute stereochemistry. 



(CA INDEX NAME) 
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RN 672328-96-0 CAPLUS 

CN Benzamide, 4- ( I (IS) -1- ( I (cyanoroethyl ) amino) carbonyl 1- 3- 

methylbutoxy)phenylmethyl)-N.N-dimethyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 672328-97-1 CAPLUS 

CN Pentanamide, N- (cyanomethyl) -4-roethyl-2- 1(4- (4- 

roorpholinylcarbonyl) phenyl lphenylmethoxy)-, (2S)- (9CI) 

Absolute stereochemistry. 



(CA INDEX NAME) 




RN 672328-99-3 CAPLUS 
CN Pentanamide, 

2-( |R)-|4- ( U, 1 ' -biphenyl ) -4-ylcarbonyl > phenyl lphenylmethoxy) - 
N- (cyanoroethyl ) -4-methyl- , <2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Karen Cheng 



10525264 
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O 




RN 672329-01-0 CAPLUS 

CN Pentanamide, N- (cyanomethyl) -4-raethyl-2- [phenyl [ 5- [ 4- (1- 

piperazinyl)phenyl)-2-pyridinyl)methoxy|-, (2R)- <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 672329-03-2 CAPLUS 

CN Pentanamide, N- (cyanomethyl) -4-methyl-2- [ [5- [ 4- (roethylsulfonyl ) phenyl) -2- 
pyridinyllphenylmethoxy)-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 672329-04-3 CAPLUS 

CN Pentanamide, N- (cyanomethyl) -4-methyl-2- I [5- {4- (methyl sulfonyl ) phenyl } - 
oxido-2-pyridinyl) phenylmethoxy)-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 672329-05-4 CAPLUS 
CN Pentanamide, 

2- [ (4-broroo-2-thienyl) phenylmethoxy) -N- (cyanomethyl > -4-methyl- 
, <2S}- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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W // 



RN 672329-06-5 CAPLUS 

CN Pentanamide, 2- 1 (5-brorao-l-oxido-2-pyridinyl) phenylmethoxy) -N- 
<cyanomethyl)-4-methyl-. (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 672329-10-1 CAPLUS 

CN Pentanamide, N- (cyanomethyl) -4-methyl-2- [ (R) -14- (6-methyl-l-oxido-3- 
pyridinyljphenyljphenylmethoxy)-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 672329-12-3 CAPLUS 

CN Pentanamide, N- (cyanomethyl) -4-methyl-2- I <R)-(4- (l-oxido-4- 

pyridinyl) phenyl} phenylmethoxy)-, (23)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 672329-15-6 CAPLUS 

CN Pentanamide, N- (cyanomethyl ) -2- [ (R> - (4-ethynylphenyl ) phenylmethoxyl -4- 
methyl-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 672329-16-7 CAPLUS 
CN Pentanamide, 

N- (cyanomethyl ) -2- [ (R) - (4-cyanophenyl ) phenylmethoxy) -4-methyl- 
, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 672329-19-0 CAPLUS 

CN Pentanamide, 2-1 (R) - ( 4-bromophenyl ) cyclopropylmethoxy) -N- (cyanomethyl ) - 
methyl-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Karen Cheng 



10525264 
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RN 672329-20-3 CAPLUS 

CN Pentanamide, 2- ( (4-bromophenyl) < l-methyl-lH-pyrazol-5-yl JmethoxyJ -N- 
( cyanomethyl) -4-methyl- (9CI) (CA INDEX NAME) 
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C-NH- CH2-CN 



XX 



O-CH- Bu-i 
I 

CH-Et 



RN 672329-23-6 CAPLUS 

CN Pentanamide, N- (cyanomethyl > -2- [ (4-f luorophenyl) |4- (4- 

pyridinyl > phenyl J methoxy] -4-methyl- (9CI) (CA INDEX NAME) 



C- NH- CH2- CN 



RN 672329-21-4 CAPLUS 

CN Pentanamide, 2- I 1- (4-broraophenyl Jethoxy) -N- (cyanomethyl ) -4-methyl- (9CI) 
(CA INDEX NAME) 



NC- CH2~ NH- C 

i-Bu- CH- O 



RN 672329-24-7 CAPLUS 
CN Pentanamide, 

2- I (4-bromophenyl) (4-f luorophenyl Imethoxy] -N- (cyanomethyl) -4- 
raethyl- (9CI) (CA INDEX NAME) 



C- NH- CH2-CN 



O-CH-BU-i 



XX' 



C- NH- CH2~ CN 



O- CH- Bu-i 



RN 672329-26-9 CAPLUS 

CN Pentanamide, N- (cyanomethyl) -2- 1 (4-f luorophenyl) [ 4 1 - ( 1-piperazinyl) 11,1" 
biphenyl)-4-yl JmethoxyJ -4-methyl- (9ci> (CA INDEX NAME) 



RN 672329-22-5 CAPLUS 

CN Pentanamide, 2- 1 1- (4-bromophenyl) propoxy) -N- (cyanomethyl ) -4-methyl- (9CI) 
(CA INDEX NAME) 
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NC-CH2-NH-C 



'XjUJCnOL-G" 



RN 672329-28-1 CAPLUS 

CN Pentanamide, N- (cyanomethyl ) -4 -methyl -2- (phenyl [ 4 ' - ( 1-piperazinyl ) [1,1' 
biphenylJ-4-yl Jmethoxy)- (9CI) (CA INDEX NAME) 



HN^J | 



RN 672329-29-2 CAPLUS 

CN Pentanamide, N- (cyanomethyl) -2- ( (4-f luorophenyl ) [ 4 ' - ( 1-piperazinyl) ( 1, 1 ■■ 
biphenyl)-4-ylJmethoxy)-4-methyl-, (23)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 672 329-30-5 CAPLUS 

CN Pentanamide, N- (cyanomethyl ) -4-methyl-2- (phenyl [ 4 ' - (1-piperazinyl) 11,1' 
biphenyl}-4-yl JmethoxyJ-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Karen Cheng 




RN 672329-31-6 CAPLUS 

CN Pentanamide, N- (cyanomethyl) -4-methyl-2- I (S) -phenyl (4 '-( 1- 

piperazinyl) (1, 1 ' -biphenylj -4-ylJraethoxy] (23>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 672329-32-7 CAPLUS 

CN Pentanamide, N- (cyanomethyl ) -4-methyl -2- 11-14'- ( 1-piperazinyl ) [1, 1' 
biphenyl)-4-ylJethoxyJ- (9CI) (CA INDEX NAME) 



C- NH- CH2~ CN 




RN 672329-33-6 CAPLUS 

CN Pentanamide, N- (cyanomethyl) -4 -methyl -2- [2,2, 2-trif luoro-l-|4 ' -II- 



10525264 
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piperazinyl) |l,l'-biphenyll-4-yl]ethoxy)- (9CI) (CA INDEX NAME) 



C-NH- CH2~CN 



RN 672329-34-9 CAPLUS 

CN Pentanamide, 2-1 (4-bromophenyl) phenylmethoxy) -N- (cyanomethyl) -4-methyl- 
(9CI) (CA INDEX NAME) 
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C- NH-CH2-CN 



jCr 



CH-O-CH- Bu-i 



RN 672329-35-0 CAPLUS 

CN Pentanamide, N- (cyanomethyl) -4-methyl-2- [phenyl 1 4- (4- 
pyridinyl) phenyl Imethoxy J- (9CI) (CA INDEX NAME) 



i-Bu-CH-O-CH 




KC- CH2-NH-C 




RN 672329-37-2 CAPLUS 

CN Pentanamide, N- (cyanomethyl) -4-methyl-2- [ (R) - (4 ' - (4-methyl-l- 

piperazinyl) (1, I '-biphenyl ] -4-yl ] phenylmethoxy] -, (2S»- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. , 




RN 672329-38-3 CAPLUS 

CN Pentanamide, N- (cyanomethyl) -4-methyl-2- ( 2, 2 , 2- tri f luoro-1- 14'- 14- 

(methylsulfonyl)-l-piperazinylMl, 1 , -biphenylJ-4-yl)ethoxy) - (9CI) (CA 
INDEX NAME) 



RN 672329-36-1 CAPLUS 

CN Pentanamide, N- (cyanomethyl) -4 -methyl- 2- [ (R) - [ 4 ■ - [ 4- (methylsulfonyl ) -1- 
piperazinylHl/ 1 '-biphenyl] -4-yl)phenylmethoxy)-, (23)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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le-S 
II 



CH-CFJ 
O-CH- BU-i 

C-NH- CH2-CN 



RN 672329-39-4 CAPLUS 

CN Pentanamide, 2- [ (4-bromophenyl) (2, 4, 6-trif luorophenyl)methoxy) -N- 
(cyanomethyl)-4-methyl- (9CI) (CA INDEX NAME) 



C-NH-CH 2 -CN 
O-CH- Bu-i 



RN 672329-40-7 CAPLUS 

CN Pentanamide, 2- Ibis (4-bromophenyl )methoxyl -N- (cyanomethyl ) -4-raethyl- 
(23)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 672329-42-9 CAPLUS 

CN Piperazinium, 4-|4'-( (R)-[ (1S)-1-|| ( cyanomethyl) amino) carbonyl) -3- 

methylbutoxyjphenylmethyl) 1 1, 1 '-biphenyl 1 -4-yl] -1, 1-dimethyl-, iodide 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




O^Bu-i 




• I- 

RN 672329-43-0 CAPLUS 

CN Pentanamide, N- (cyanomethyl ) -2- 1 (R) - 1 4 ' - [4- (2-hydroxyethyl) -1- 

piperazinyl ] ( 1, 1 ' -biphenyl) -4-yl ] phenylmethoxy] -4-methyl-, (2S) - 
(CA INDEX NAME) 

Absolute stereochemistry. 



RN 672329-41-8 CAPLUS 

CN Pentanamide, N- (cyanomethyl) -4-methyl-2- ( (R) -phenyl 1 4- (4- 
pyridinyl)phenyl]methoxy]-. (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Karen Cheng 



10525264 
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RN 672329-44-1 CAPLUS 

CN Pentanamide, N- (cyanomethyl) -4-methyl-2- [2,2, 2-trif luoro-1- 14 ' - 
(methylthio) fl, r-biphenyll-4-yllethoxy] - (9CIJ (CA INDEX NAME) 




i-Bu-CH-0 
NC- CH2-NH-C 
O 



RN €72329-46-3 CAPLUS 

CN Pentanamide, N- (cyanomethyl ) -4 -me thy 1-2- (2, 2, 2-tri£luoro-l- [4 ' - 

(methylaulfonyl) (1, l'-biphenyl)-4-yl)ethoxyJ- (9CI) (CA INDEX NAME) 




o 



RN 674784-53-3 CAPLUS 

CN Pentanamide, N- (cyanoraethyl) -2- f <R> - [4- [ 1- (2-methoxyethyl) -l-oxido-4- 

piperidinyl) phenyl] phenylmethoxy) -4-methyl-, (2S)- (9CI) (CA INDEX NAME) 
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Absolute atereochemiatry. 




IT 67232B-72-2 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(preparation of heterocyclic-aubstituted amides aa cathepain cysteine 
protease inhibitors) 
RN 672328-72-2 CAPLUS 

CN Pentanamide, N- (cyanomethyl ) -4 -methyl -2- (phenyl { 4- (4,4,5, S-tetramethyl- 
l,3,2-dioxaborolan-2-yl)phenyl)methoxyJ-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




Me 



IT 672328-13-1P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of heterocyclic-substituted amides as cathepsin cysteine 
protease inhibitors) 
RN 672328-13-1 CAPLUS 
CN Pentanamide, 

N- (cyanomethyl) -4-methyl-2- [ (R) -phenyl (4- (4, 4, 5, S-tetramethyl- 

1, 3, 2-dioxaborolan-2-yl) phenyl Imethoxy]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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OTHER SOURCE(S): MARPAT 138:24952 

AB Novel nitrile compds. YC02CR2R3C ( : X) NR6CR4R5CN (Y - Rl, RIO, R1S, R12N, 
R13C, where Rl - H, (un) substituted (cyclo) alkyl, aryl, benzyl, 
tetrahydronaphthyl, indenyl, indanyl, alkylaulfonylalkyl, 
cycloalkylsulfonylalkyl, arylsulf onylalkyl, heterocyclyl, or heteroaryl; 
R2-R5 - H, (un) substituted (cyclo) alkyl, aryl, etc. or CR2R3 and CR4R5 

may 

form rings; R6 * H, OH, or (cyclo) alkyl; X - O or S (with provisos) ) or 
their pharmaceutically-acceptable derivs. were prepared as reversible 
inhibitors of cysteine proteases such as cathepsin K, S, F, L and B for 
treating diseases and pathol. conditions exacerbated by these proteases 
such as osteoporosis, rheumatoid arthritis, multiple sclerosis, asthma 

and 

other autoimmune diseases, Alzheimer's disease, and atherosclerosis. 

Thus, morpholine-4-carboxylic acid 
l-[ [ (benzyloxymethyl > cyanomethyl J carbarn 

oyl J -3-methylbutyl ester was prepared from 
N- (tert-butoxycarbonyl) -o-benzyl- 

L-serine, 2-Hydroxyisocaproic acid, and 4-morpholinecarbonyl chloride. 
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IT 478279-49-1P 47B279-S4-8P 478280-11-4P 

478280-12-SP 478280-13-6P 478280-22-7P 

478280-23-BP 478280-24-9P 478280-30-7P 

478280-34-1P 478280-36-3P 47B280-37-4P 

4782B0-52-3P 4782B0-53-4P 47B280-S4-5P 

478280-55-6P 478280-S6-7P 478280-57-8P 

478280- 5B-9P 478281-00-4P 47B281-03-7P 

478281- 06-0P 478281-09-3P 4782B1-12-8P 
478281-15-1P 47B281-1B-4P 4782B1-21-9P 
47B281-25-3P 47B281-2B-6P 478281-31-1P 
478281-34-4P 47B281-37-7P 478281-40-2P 
47B281-43-5P 47B281-46-8P 478281-49-1P 
478281-52-6P 478281-55-9P 4782B1-58-2P 
478281-61-7P 47B281-64-0P 4782B1-67-3P 
4762B1-70-8P 478281-73-1P 47B281-76-4P 
478281-79-7P 478281-82-2P 478281-85-SP 
478281-88-BP 478281-89-9P 478281-90-2P 
478281-91-3P 478281-92-4P 47B281-93-5P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of novel amino nitrilea as reversible inhibitors of 

cysteine 

proteases) 
RN 478279-49-1 CAPLUS 

CN 4-Morpholinecarboxylic acid. (1S)-1- ({( (lR)-l-cyano-2- 

( phenylmethoxy) ethyl] aminojcarbonyl ] -3-methylbutyl ester (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry . 
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II I 
O C-NH-CH-CH2 

I! I 



C-O-CH- Bu-i 




478280-11-4 CAPLUS 

2(lH)-Iaoquinolinecarboxylic acid, 3, 4-dihydro-, l-[l[2-|(2- 
chlorophenyl)methoxy]-l-cyanoethyl J amino] carbonyl] -3-methylbutyl ester 
(9CI) (CA INDEX NAME) 



^TNs^/v. o i-Bu i 

fX 1 H I I 

^XX/ N C-O-CH- 




478280-12-5 CAPLUS 
2(1H)-Isoquinolinecarbo*ylic acid, 3, 4-dihydro-, 1- [ I ( l-cyano-2- { (4- 
raethoxyphenyl)raethoxykethyl]amino]carbonyl] -3-methylbutyl ester (9CI)« 




478280-13-6 

2(lH)-Iaoquinolinecarboxylic acid, 3, 4-dihydro-, 1- ( [{ l-cyano-2- 
<phenylmethoxy)ethyl]amino)carbonyl]-3-methylbutyl ester (9CI) (CA INDEX 
NAME) 



RN 47B279-54-8 CAPLUS 

CN 4-Morpholinecarboxylic acid, 

l-[ 1 1 l-cyano-2- (phenylmethoxy) ethyl ) amino] car 

bonyl) -3-methylbutyl ester (9CI) (CA INDEX NAME) 



00. 



C~ O- CH~ Bu-i 




RN 4782B0-22-7 CAPLUS 

CN 1-Piperazinecarboxylic acid, 4-phenyl- 
2-{<l-cyano-l-methylethyl)amino]-2- 
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oxo-l-phenylethyl ester (9CI) (CA INDEX NAME) 




CN 2-Thiophenecarboxylic acid, 5- ( 4-pyridinyl) 2- (( l-cyano-3- 

(methylsulfonyl)propyl]amino)-2-oxo-l-(3-pyridinyl)ethyl ester (9CI) (CA 
INDEX NAME) 
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rbonyl] -3-methylbutyl eater (9CI) (CA INDEX NAME) 




RN 47B280-36-3 CAPLUS 

CN 2<lH)-Isoquinolinecarboxylic acid, 3, 4-dihydro-, 2- [ [ l-cyano-2- 

(phenylmethoxy) ethyl J amino] -1- (cyclopropylmethyl ) -2-oxoethyl ester (9CI ) 
(CA INDEX NAME) 



S II 




0O- 




- C-O-CH-CHZ 



478280-24-9 CAPLUS 

1-Piperidinecarboxylic acid, 4- U4- [ ( 1- [{ ( l-cyano-2- 

phenylethyl) amino] carbonyl Jpropoxy] carbonyl ] -2-thiazolyl ] amino]-, ethyl 
ester (9CI) (CA INDEX NAME) 



RN 478280-37-4 ' CAPLUS 
CN 2-Naphthalenecarboxylic acid, 
2- 1 1 l-cyano-2- (phenylmethoxy) ethyl) amino] -1- 

(cyclopropylmethyl) -2-oxoethyl ester (9CI) 



(CA INDEX NAME) 



Ph- CH2-CH- NH-C 




Et- CH- O- 



478280-30-7 CAPLUS 
4-Morpholinecarboxylic acid, 2- [ ( l-cyano-2- (phenylmethoxy) ethyl ] amino] -1- 
(cyclopropylmethyl) -2-oxoethyl ester (9CI) (CA INDEX NAME) 




C- NH- CH CH2 - O- CH; 

1 _A 



C-O-CH- CH2 



478280-52-3 CAPLUS 

Benzolb]thiophene-2-carboxylic acid, 1- [{( l-cyano-2- 
(phenylmethoxy) ethyl ] amino) carbonyl] -3-methylbutyl eater (9CI> 
NAME) 




A ' J/' I 

CH2 - CH- Oprt — 



RN 47B2J 

CN 2-Naphthalenecarboxylic acid, 
1- ( I (l-cyano-2- (phenylmethoxy) ethyl ) amino] ca 



Karen Cheng 



II I . 

C- NH- CH- CH2~ O- CH2~ Ph 
C- O- CH- Bu- i 



4782B0-53-4 CAPLUS 

2-Benzofurancarboxylic acid, 5-J2- (4-morpholinyl)ethoxy]- 



10525264. 
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I- 1 1 i l-cyano-2- (phenylmethoxy) ethyl 1 amino J carbonyl J -3-oethylbutyl ester 
(9CI) (CA INDEX NAME) 




CH2-0-CH2- Ph 



RN 478280-54-5 CAPUTS 

CN 2-Benzofurancarboxylic acid, 

1- III l-cyano-2- (phenylmethoxy) ethyl ) amino) car 

bonyl]-3-methylbutyl eater (9CI) (CA INDEX NAME) 




478280-55-6 CAPLUS 

2-Benzofurancarboxylic acid, 3-raethyl-, 
(phenylmethoxy) ethyl ) amino) carbonyl ) -3- 
NAME) 



1-1 ( (l-cyano-2- 
ethylbutyl ester (9CI) 



OX 



II I 




478280-56-7 CAPLUS 

2 (lH)-Isoquinolinecarboxylic acid, 3, 4-dihydro-, 1-1112-1(3- 
carboxyphenyl )methoxy) -1-cyanoethyl ) aminol carbonyl) -3-methylbutyl ester 
(9CI) (CA INDEX NAME) 
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OO 



O i-BU O 

II I II 

N C-C— CH-C-l 




(Continued) 



CO2H 



4782BO-57-8 CAPLUS 

2<lH)-Iaoquinolinecarboxylic acid, 3, 4-dihydro-, l-( I (l-cyano-2- 
( phenylmethoxy) ethyl') amino) carbonyl) -3, 3-dif luoropropyl ester (9CI) 
INDEX NAME) 




478280-58-9 

2(1H)-Iaoquinolinecarboxylic acid, 3, 4-dihydro-, 1- ([[ l-cyano-2 - 
(phenylmethoxy) ethyl ) amino) carbonyl ) -3, 3, 3-tr it luoropropyl ester (9CI ) 
(CA INDEX NAME) 



OCX 



-O-CH- CH2-CF3 

- NH- CH-CH2-Jh- CH2- Ph 



RN 4782B1-00-4 CAPLUS 
CN 4-Morpholinecarboxylic acid, 
1- I ( I l-cyano-2- (phenylmethoxy) ethyl) amino) car 

bonyl)-4,4-dimethylpentyl ester (9CI) (CA INDEX NAME) 



cr 



C- NH- CH- CH2~ O- CH2~ Ph 
- O- CH- CH2- CH2~ CMC 3 
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RN 478281-03-7 CAPLUS 

CN 4-Morpholinecarboxylic acid, 

1-1 I I l-cyano-2- (phenylmethoxy) ethyl) ami no) car 

bonyl)-4-methylpentyl ester (9CI) (CA INDEX NAME) 



II I / 

o c- NH-CH-CH2-O-CH2- 

C-0-CH-CH 2 -CH2->CHMe2 

oO r 



478281-06-0 CAPLUS 
4-Morpholinecarboxylic acid, 
[l-cyano-2- (phenylmethoxy) ethyl 1 amino) car 
bonyl)-3,3,4,4-totramethylpentyl ester (9CI) 



(CA INDEX NAME) 



C- NH- CH- CH2~ O- CH2~ P 



cr 



C- O- CH- CH2~ C- Bu-t 



RN 478281-09-3 CAPLUS 

CN 4-Morpholinecarboxylic acid, 

1-1 1 U-cyano-2- (phenylmethoxy) ethyl) amino) car 

bonyl)-3,3-dimethylpentyl ester (9CI) (CA INDEX NAME) 



1° r 

C- NH- CH- CH2 " O- CH2~ 



cr 



C- O- CH- CH2~ C- 



RN 478281-12-8 CAPLUS 

CN 4-Morpholinecarboxylic acid, 

l-l I (l-cyano-2- (phenylmethoxy) ethyl ) amino) car 

bonyl)-3,3. 4-tnmethylpentyl ester (9CI) (CA INDEX NAME ) 
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I 



C- NH- CH- CH2-O-CH2- Ph 



if I 1 

_^ C- O- CH- CH2~ C- Pr-i 



.RN 478281-15-1 CAPLUS 
CN 4-Morpholinecarboxylic acid, 
l-[ [ (l-cyano-2- (phenylmethoxy) ethyl) amino] car 

bonyl]-3-cyclohexyl-3-methylbutyl ester (9CI) (CA INDEX NAME) 



O-l 



C- NH- CH- CH2- O- CH2~ Ph 



CH2-CH-O-C— 



"O 



RN 478281-18-4 CAPLUS 

CN 4-Morpholinecarboxylic acid, 

l-l { I l-cyano-2- (phenylmethoxy) ethyl ) amino) car 

bonyl)-3-cyclohexylpropyl ester (9CI) (CA INDEX NAME) 



C- NH- CH- CH2~ 0>CH2~ Ph 

K^y CH2- ch 2 - ch- o- c— 



RN 478281-21-9 CAPLUS 

CN 4-Morpholinecarboxylic acid, 

l-l I (l-cyano-2- (phenylmethoxy) ethyl) amino) car 

bonyl)-3-phenylpropyl eater (9CI) (CA INDEX NAME) 



O 



O CN 
II I 

O C-NH-CH-CH2-Oj^.CH 2 -Ph 

II I ^ 
. C- O- CH- CH2- CH 2 - Ph 



Karen Cheng 



10525264 



ANSWER 2 OF 5 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
478281-25-3 CAPLUS 

4-Morpholinecarboxylic acid, 2-1 ( l-cyano-2- (phenylmethoxylethyl) amino) -1- 
(cyclohexylmethyl)-2-oxoethyl ester (9CI) (CA INDEX NAME) 
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(Continued) 



a 




CH2-CH-0-C — y 



RN 478281-28-6 CAPLUS 

CN 4-Morpholinecarboxylic acid, 2- U l-cyano-2- (phenylmethoxy) ethyl Januno) -2- 
oxo-l-(phenylmethyl) ethyl eater (9CI) (CA INDEX NAME) 




RN 478281-31-1 CAPLUS 

CN 4-Morpholinecarboxylic acid, 2- I (l-cyano-2- (phenylmethoxy) ethyl] amino) -1- 
|<l-methylcyclohexylHaethyl)-2-oxoethyl eater (9CI) (CA INDEX NAME) 



ll I 

C- NH- CH- CH2~0- CH2~ 



CH2-CH-0-C- 
II 



RN 478281-34-4 CAPLUS 
CN 4-Morpholinecarbaxylic ac 
1- ( ( I l-cyano-2- (phenylmethoxy) 
bonyl)-3,3-dimethylbutyl 




ljaminojcar 

(9CI) (CA INDEX NAME) 



CJ 



C~ NH- CH- CH2- O- CH 2> 
C-0-CH-CH 2 -CMe 3 



RN 478261-37-7 CAPLUS 

CN 4-Morpholinecarboxylic acid, 

1- 1 1 (l-cyano-2- (phenylmethoxy) ethyl 1 amino) car 

bonyl)-3-methyl-3-butenyl eater (9CI) (CA INDEX NAME) 



CJ 




C-O-CH- CH2-C-. 



RN 478281-40-2 CAPLUS 

CN 4-Morpholinecarboxylic acid, 2- 1 1 l-cyano-2- (phenylmethoxy) ethyl] amino) - 1- 
( (3.4-dichlorophenyl)raethyl]-2-oxoethyl eater (9CI) (CA INDEX NAME) 



C- NH- CH- CH2 




CH2~ CH- O— C" 



RN 478281-43-5 CAPLUS 

CN 4-Morpholinecarboxylic acid, 2- [[ l-cyano-2- (phenylmethoxy) ethyl ] amino] -1- 
cyclohexyl-2-oxoethyl eater (9CI) (CA INDEX NAME) 



C- NH- CH- 
I 

CH- O- C — 



-CH 2 -0-CpS - Ph 
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RN 478281-46-8 CAPLUS 

CN 4-Morpholinecarboxylic acid, 2- I [ l-cyano-2- (phenylmethoxy) ethyl) amino] -1- 
(2-naphthalenylmethyl)-2-oxoethyl ester (9CI) (CA INDEX NAME) 
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(Continued) 



478281-58-2 CAPLUS 

4-Morpholinecarboxylic ocid, 2- [ I l-cyano-2- (phenylmethoxy) ethyl ] amino] -1- 
[ (2,2-dimethylcyclohexyl)methyl]-2-oxoethyl eater (9CI) (CA INDEX NAME) 



Ph- CH 2 - O- CH 2 - CH- NH- C 






RN 478281-49-1 CAPLL_ 
CN 4-Morpholinecarboxylic acid, 2- ([ l-cyano-2- (phenylmethoxy) ethyl] amino] -1- 
I (decahydro-2-naphthalenyl ) methyl )-2-oxoethyl eater (9CI) (CA INDEX 

NAME) 




478281-6^7 CAPLUS 
4-Mofpholinecarboxylie acid, 2- ( I l-cyano-2- (phenylmethoxy) ethyl ] amino] -2- 
oxo-l-l (3,3,5,5-tetramethylcyclohexyl)methyl]ethyl ester (9CI) (CA INDEX 
NAME ) 



, Ph- CH2- O- CH 2 ~ CH- NH- C 

j^j^J— CH 2 - CH- O-^C^N^J 




RN 478281-52-6 CAPLUS 

CN 4-Morpholinecarboxylic acid, 2- ({ l-cyano-2- (phenylmethoxy) ethyl] amino) - 1- 
[ (4,4-dimethylcyclohexyl)methyl]-2-oxoethyl eater (9CI) (CA INDEX NAME) 



He 




C- NH- CH- CH27 / o~ CH2~ Ph 
CH2~ CH— O— C — 



RN 478281-55-9 CAPLUS 

CN 4-Morpholinecarboxylic acid, 2-1 {l-cyano-2- (phenylmethoxy) ethyl) amino) -1- 
((4,e-dimethylspiro(2.5]oct-6-yl)methyl)-2-oxoethyl eater (9CI) (CA 

INDEX 

NAME) 



Ph- CH 2 - O- CH2- CH- NH- C 




Karen Cheng 



tl l 

C- NH- CH- CH 2 - O- CH 2 - Ph 
- CH- OyC N^^J 



47B281-64-0 CAPLUS 

4-Morpholinecarboxylic acid, 2- ( (l-cyano-2- (phenylmethoxy)ethyl ] amino] - 1- 
l (2, 3-dihydro-lH-inden-l-yl)methyl]-2-oxoethyl eater (9CI) (CA INDEX 
NAME) 



II I 

C~ NH- CH- CH2- O- CH 2 - Ph 



RN 478281-67-3 CAPLUS 

CN 4-Norpholinecarboxylic acid, 2- (( l-cyano-2- (phenylmethoxy) ethyl ] amino) - 1- 
I (2, 3-dihydro-lH-inden-2-yl (methyl )-2-oxoethyl eater (9CI) (CA INDEX 
NAME) 



10525264 
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Ph" CH2" O- CH2- CH- MH — C 



go- 



CH2- CH- O- C- 




RN 476281-70-8 CAPLUS 1 

CN 4-Morpholinecarboxylic /acid, 

1- 1 1 (l-cyano-2- (phenylmethoicy) ethyl ] amino) car 

bonyl) -3- (methylaulronyl) propyl eater (9CI) 



<CA INDEX NAME) 




RN 478281-73-1 CAPLUS 

CN 4-Morpholinecarboxylic acid, 2- ([ l-cyano-2- (phenylmethoxy) ethyl 1 amino] - 1- 
(l-naphthalenylmethyl» -2-oxoethyl eater (9CI) (CA INDEX NAME) 



Q 



CH- C- NH" CH- CH 2 
CH 2 




RN 478281-76*4 CAPLUS 

CN 4-Morpholinecarboxylic acid, 

1-{[1, l'-biphenyl) -4-ylmethyl) -2- [ [l-cyano-2- 
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(phenylmethoxy) ethyl) amino] -2-oxoethyl eater (9CI) (CA INDEX NAME) 



h - 



II I 

C- NH- CH- CH2~ 
CH2~ CH- O- C 




478281-79-7 CAPLUS 

4-Morpholinecarboxylic acid, 2- ( (l-cyano-2- (phenylmethoxy) ethyl) amino) - 
| (4-methoxyphenyl) methyl] -2-oxoethyl eater (9CI) (CA INDEX NAME) 



C- NH- CH- CH2~ O- CHa^Ph 
CH2-CH-O—C — N 



RN 478281-B2-2 CAPLUS / 

CN 4-Morpholinecarboxylic acid, 

l-( I (l-cyano-2- (phenylmethoxy) ethyl) amino) car 

bonyl ) -3- (methylthio) propyl eater (9CI) ICA' INDEX NAME) 



O CN 
II I 

O C- NH- CH- CH 2 - O- CH2~ Ph 

ii I x 

O- CH- CH2~ CH2~ SMe 



RN 478281-85-5 CAPLUS 

CN 4-Morpholinecarboxylic acid, 

1- I ( I l-cyano-2- (phenylmethoxy) ethyl ] amino] car 

bonyl )-2-methylbutyl eater (9CI) (CA INDEX NAME) 
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(Continued) 
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cr 



C- NH- CH- CH2 " C-;CH2- Ph 
C-C—CH- CH— Et 



478281-88-B CAPLUS 

2 (lH)-Isoquinolinecarboxylic acid, 3, 4-dihydro-, 2- t [l-cyano-2- 

( phenylmethoxy) ethyl] amino] -1- (2, 2-dimethylcyclopropyl) -2-oxoethyl eater 

(9CI) (CA INDEX NAME) 



CO-i 




478281-89-9 CAPL 

2(lH)-Iaoquinolinecarboxylic acid, 3, 4-dihydro-, 2- [ ( l-cyano-2- 
(phenylmethoxy) ethyl] amino) -l-cyclopropyl-2-oxoethyl ester (9CI) (CA 
INDEX NAME) 




RN 478281-90-2 CAPLUS 

CN 2(lH)-Isoquinolinecarboxylic acid, 3, 4-dihydro- ( 2- ( [ l-cyano-2- 

( phenylmethoxy) ethyl) amino') -2-oxoethyl eater (9CI) (CA INDEX NAME) 



oo 



V II t 

C- O- CH- C- NH- CH- CH2~ O" CH 2 ~ Ph 



RN 478281-92-4 CAPLUS 

CN 2UH)-Iaoquinolinecarbo*yJic acid, 3, 4-dihydro-, 1- {[( l-cyano-2- 

(phenylmethoxy) ethyl] amino") carbonyl) propyl eater (9CI) (CA INDEX NAME) 



CO.. 



C- O- CH- Et 
II I 

O C-NH-CH-CH2~O^CH2- Ph 



RN 478281-93-5 CAPLUS 

CN 2(1H)-Iaoquinolinecarboxylic acid, 3, 4-dihydro-, 1- ( ( | l-cyano-2- 
(phenylmethoxy)ethyl)amino]carbonyl)butyl eater (9CI) (CA INDEX I 



CO- 



' C~ O-CH- Pr-n 
II I 

O C- NH- CH^CH 2 - O- CH 2 - Ph 



- rm— \.n^\,i 



CO 



V I 

C-O- CH2~ C- NH- CH- CH 2 ~ P" CH 2 - Ph 



478281-91-3 CAPLUS 

2(lH)-Iaoquinolinecarboxylic acid, 3, 4-dihydro-, 2- (( l-cyano-2- 
(phenylmethoxy) ethyl] amino) -l-methyl-2-oxoethyl ester (9CI) (CA INDEX 
NAME) 



Karen Cheng 
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AM. AZ, BY. 






KG, 
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TJ 


TM, AT, 


BE 


CH, CY, 
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DK, 


ES, 


FI, FR, GB, 






GR, 
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IT, 


LU, 


MC 


NL, PT, 


SE 


TR, BF, 


BJ, 


CF, 


CG, 


CI, CM. GA, 






GN, 


GO, 


GW, 


ML, 


MR 


NE, SN, 


TD 


TG 










CA 


2448418 






Al 
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CA 2002- 


2448418 




20020603 


EP 


1397340 






A2 




20040317 




EP 2002- 


734640 




20020603 




R : 
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BE, 


CH, 


DE, 


DK 
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GB 


GR, IT, 
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LU, 
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SI, 


LT, 


LV, 


FI 


RO, MK, 


CY 


AL, TR 










CN 


1512983 






A 




20040714 




CN 2002- 


811152 




20020603 


BR 


2002010912 




A 




20040831 




BR 2002- 


10912 




20020603 


JP 


2004535422 




T 




20041125 




JP 2003- 


501840 




20020603 


ZA 


2003008392 




A 




20050128 




ZA 2003-8392 






20031029 


US 


2004142999 




Al 




20040722 




US 2003-719080 




20031121 


IN 


2003CN01B87 




A 




20060106 




IN 2003-CN1B87 




20031201 


UTY APPLN. 


INFO. : 










US 2001-295301P 




P 20010601 




















WO 2002-US17411 




W 20020603 



OTHER SOURCE (S) : 



MARPAT 13B: 24946 
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,,S02CH2Ph 



O N-C0 2 CONH, 



r-CO 



AB The invention relates to compds. R3C(X2> (X7)CO-xl [xi - NHC (Rl ) [R2 ) X3 or 
NHX4; X2 • H, F, OH, OR4, NHR15, or NR17R18; X7 » H or X2 • X7 - F; R3 - 
alkyl or CR62X6; X3 « cyano, CR7RBR16, CR6(OR6)2, CH2COR16, CH:CHS02R5, 
COCF2CONR52, COCONR5R6, COC02R5, COCH20R5, COCH2NR6S02R5, or COCOR5; 

where 

R5 is H or (un) substituted alkyl; R6 is H, OH or NR5R6 is a ring; R7 is 

H, 

alkyl and R8 is OH or CR7R8 are oxo; R16 is H, X4, CF3, NR60R6, etc.; X4 
comprises a heteromono- or -bicyclic ring; Rl « H, alkyl; R2 - H, cyano; 
R2 • H, cyano, -X5-NR122, -XS-NR12COR12, etc., where X5 is a bond or 
alkylene and R12 is H, alkyl, or haloalkyl; or CR1R2 may form a ring; R4 

alkylene-NR122, alkylene-NR12-COR12, etc.; X6 - -X5-NR122, -X5-NR12COR12, 
etc.; R15 = H, alkyl; R17, R18 - (un) substituted alkyl (with provisos) } 
and their pharmaceutically acceptable salts and N-oxidea as selective 
cathepsin S inhibitors for use as therapeutic agents. Thus, ester I was 
prepared via amide coupling reaction and showed Ki .ltorsim. 0.01 mM for 
inhibition of cathepsin S. 
IT 477938-42-4P 477938-46-BP 477938-71-9P 
477938-B5-5P 477938-86-6P 477938-87-7P 
477938-BB-6P 477938-92-4P 477938-94-6P 
477938-96-8P 477938-97-9P 477938-98-0P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of amide compds. and corapns. as selective cathepsin s 
inhibitors) 
RN 477938-42-4 CAPLUS 

CN Cyclohexanepropanamide, N- (cyanomethyl ) -a- (phenylmethoxy) - (9CI) 
(CA INDEX NAME) 



a 



Ph-CH2~0 O 
I II 

CH 2 ~ CH- C- NH - CH2 - CN 



RN 477938-46-8 CAPLUS 

CN 4-Morpholinecarboxylic acid, ( 1R) -2- ( (cyanomethyl) amino) -2-oxo-l- 
([ (phenylmethyl)sulfonyU methyl] ethyl ester (9CI) (CA INDEX NAME) 




(Continued) 



RN 477938-71-9 CAPLUS 

CN 4-Morpholinecarboxylic acid, (lR)-2-I (cyanomethyl) amino) -1- ( ( [ 12- 

(difluoromethoxy>phenyl)methyl)sulfonyl)raethyl) -2-oxoethyl ester (9CI) 
(CA INDEX NAME) 




CN 1-Pyrrolidinecarboxylic acid, ( IS) -2- [ (cyanomethyl ) amino) -1- 
(cyclohexylmethyl) -2-oxoethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 477938-86-6 CAPLUS 

CN 4-Morpholinecarboxylic acid, ( IS) -2- ((cyanomethyl ) amino) -1- 
(cyclohexylmethyl) -2-oxoethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




(Continued) 



RN /47793B-87-7 CAPLUS 

CN Vl-Piperazinecarboxylic acid, 4-ethyl-, < IS) -2- [ (cyanomethyl) amino) -1- 
(cyclohexylroethyl)-2-oxoethyl ester (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 477938-88-8 CAPLUS 

CN l-pyrrolidinecarboxylic acid, 2- (hydroxymethyl) (IS) -2- 

. ( (cyanomethyl) amino) -1- (cyclohexylmethyl > -2-oxoethyl ester, (23)- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 477938-92-4 CAPLUS 

CN 1-Azetidinecarboxylic acid, ( IS) -2- ( (cyanomethyl) amino) -1- 
(cyclohexylmethyl) -2-oxoethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Karen Cheng 



10525264 
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RN 477938-94-6 CAPLUS 

CN 1-Pipcridinecarboxylic acid, ( IS) -2- I (cyanoraethyl) amino) -1- 
(cyclohexylmethyl)-2-oxoethyl eater (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 477,538-96-8 CAPLUS 

CN 1-Pyrrolidinecarboxylic acid, 3-hydroxy-, ( IS) -2- ( (cyanoraethyl) amino) -1- 
(cyclohexylmethyl)-2-oxoethyl ester, (3R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



u 

4, 



477938-97-9 CAPLUS 

CN 1-Pyrrolidinecarboxylic acid, 3-hydroxy-, ( IS) -2- ( (cyanoraethyl ) amino] -1- 
(cyclohexylmethyl>-2-oxoethyl ester. <3S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 477938-98-0 CAPLUS 

CN 4-Morpholinecarboxylic acid, ( IS )- 1- | ( (cyanoraethyl ) amino) carbonylj -3- 
cyclohexylpropyl ester (9CI) (CA index name) 

Absolute stereochemistry. 
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Preparation of N-cyanomethyl amides as cathepsin 
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Joel Stephane; Black, W. Cameron; Setti, Eduardo L.; 
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OTHER SOURCE(S): MARPAT 137:232908 

AB The invention relates to a novel class of compda. R5-(E)n-D-x- 

CR3R4CONHCR1R2CN JR1 • H, (halo)alkyl, or (halo)alkenyl or R1R2C is a 
cycloalkyl ring optionally substituted by alkyl, hydroxyalkyl, or 

halogen; 

R3, R4 - H, alkyl or alkenyl optionally substituted by cycloalkyl or 
halogen or R3R4C is cycloalkyl, cycloalkenyl or heterocyclyl optionally 
substituted by alkyl, halo, hydroxyalkyl, hydroxy, alkoxy, or koto; X - 
NH.. NR6, NHS02, O, CR7R80, OCR7P.8, CR7R8CR7R80, S, S02, CR7RBS, SCR7R8, 
CR7RBS02, S02CR7R8, CR7R8, CR7R8NR7, NR7CR7R8, where R6 - alkyl or R6 and 
R4 form a 4-12 membered heterocyclyl ring system which is optionally 
substituted and R7, R8 - H or alkyl; D, E - (un) substituted aryl, 
heteroaryl, cycloalkyl, or heterocyclyl; n - 1-2; R5 - H, alkyl, alkenyl, 
alkoxy, halo, nitro, cyano, amino, aryl, heteroaryl, cycloalkyl, 
heterocyclyl, C02H, OH, alkoxy, SH, sulfonyl groups, etc.) and their 
pharmaceutical ly-acceptable salts and N-oxide deriva. are cysteine 
protease inhibitors and are useful for treating diseases in which 
inhibition of bone resorption is indicated, such as osteoporosis. Thus, 
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C4H9N2-p-C6H4-p-C6H4-L-Leu-NHCH2CN (C4H9N2 » 1-piperazinyl ) was prepd. 
from L-leucine, 1, 4-dibromobenzene, aminoacetonitrile hydrochloride, and 
4- 1 4- (tert-butoxycarbonyl) -1-piperazinyl Iphenylboronic acid (prepn. 
given). The product was used to prep, a pharmaceutical compn. 
459160-52-2P 459162-53-9P 459162-77-7P 
459162-78-8P 459162-79-9P 459162-82-4P 
459162-83-5P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of N-cyanomethyl amides as cathepsin cysteine protease 
inhibitors) 
459160-52-2 CAPLUS 

Pentanamide, N- (cyanoraethyl ) -4-methyl-2- ( 1 4 ' - ( 1 -piper azinyl ) [ 1 , 1 ' - 
biphenyl)-4-yl)methoxy)- (9CI) (CA INDEX NAME) 




C- NH-CH2-CN 
CH2-0-CH- BU-i 



7 



RN 
CN 



459162-53-9 CAPLUS 

Pentanamide, 2- ( 1 1 , 1 ' -biphenyl ) -4-ylraethoxy> -N- (cyanoraethyl ) -4-methyl- 
(9CI) (CA INDEX NAME) 



C~ NH-CH2-CN 



CH2~0- CH- Bu-i 



V 



459162-77-7 CAPLUS 

1-Piperazinecarboxylic acid, 4- ( 3 ■ - ( [ 1- [ ( (cyanoraethyl ) amino] carbonyl] -3- 
methylbutoxy) methyl J U, 1 ' -biphenyl ] -4-yl ) 1, 1-dimethylethyl ester (9CI) 
(CA INDEX NAME) 



Karen Cheng 



10525264 
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(Continued) 




C~ NH- CH2~ CN 



CH2-0-CH- Bu-i 



OP 



it* 




RN 459162-79-8 CAPLUS 

CN 1-Piperazinecarboxylic acid, 4-(4'-( 

methylbutoxyj methyl] |1* 1 * -biphenyl I - 

(CA INDEX NAME) 



II- 1 1 (cyanomethyl) ami i 
t-ylj-, 1, 1 -dimethyl ethyl 



to) corbonyl) -3- 
ester (9CI) 



NC-CH2-NH-C 

1-BU-CH- 0-CH2 



459162-79-9 CAPLUS \ 
1-Piperazinecarboxylic acid, 4- [2*- 1 11- 1 [ (cyanomethyl ) amino] carbonyl 1 -3- 
methylbutoxy] methyl) [1, 1 '-biphenyll-4-yl J -, 1, 1-dimethylethyl eater (9CI) 
(CA INDEX NAME) 



t-BuO-C^ 




RN 459162-83-5 CAPLUS 

CN Pentanamide. N- (cyanomethyl ) -4 -methyl -2- (14'- ( 1-piperazinyl ) 11,1' 
biphenyl J -3-yl]raethoxy]- (9CI) (CA INDEX NAME) 



■o 




C- NH- CH2-CN 



CH2-0~CH-BU-i 



IT 459164-65-9P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of N-cyanomethyl amidea as cathepain cysteine protease 
inhibitors) 
RN 459164-65-9 CAPLUS 

CN Pentanamide, 2- ( (4-broraophenyl ) methoxy] -N- (cyanomethyl ) -4 -methyl- (9CI) 
(CA INDEX NAME) 



C- NH- CH2~ CN 



XT 



459162-82-4 CAPLUS 

Pentanamide, N- (cyanomethyl) -4-raethyl-2- [ [4 ' - < 1-piperazinyl) II, 1' 
biphenyl J -2-yl] methoxy].- (9CI) (CA INDEX NAME) 
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3-aryluracil derivatives and the use thereof for 
control 

Winternitz, Paul; Zeller, Martin 

Ciba-Geigy A.-G., Switz. 

PCT Int. Appl., 54 pp. 
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Al 



19940524 
19941012 

19950110 
19950323 
19961203 
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WO 1993-EP2B02 
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alkyl, etc.; R3 - H, ();>r'4 - H, halo, alkyl, etc.; 
etc.; R6-R9 ■ H, alkyl, etc.; R10, Rll - H, alkyl, 



(Continued) 
R5 - alkyl, haloalkyl, 
alkenyl, etc. ; m * 




0- 1) 

were disclosed/ An example compd. 

1- methyl-3- (4-morpljolinyl ) -3-oxopropyl 

2-chloro^-|3, 6-dihydro-3-methyl-2, 6-dioxo-4- (tri f luoromethyl) - 
pyrimidfnyl } benzoate (II) was prepd. Compds. I are suitable as active 
"ingredients of herbicidal compna. for weed control. 
157307-15-8P 

"l: AGR (Agricultural use); BAC (Biological activity or effector, except 
adverse); BSU (Biological study, unclassified); SPN (Synthetic 
preparation); BIOL (Biological study); PREP (Preparation); USES (Uses) 
(preparation of, as herbicide) 
RN 157307-15-8 CAPLUS 

CN Benzoic acid, 2-chloro-5- [3, 6-dihydro-3-methyl-2, 6-dioxo-4- 
(trif luororaethyl) -1 (2H)-pyrimidinylJ-, 

2- ( (cyanomethyl ) amino] -1 , 1-dimethyl- 

2-oxoethyl ester (9CI) (CA INDEX NAME) 



O Me O 

I! I II 

C- O- C- C- NH- CH2~ CN 



KARPAT '12 1:157664 




CO 2 CR6r7cr8r9CNR10r11 
R2 

f 



C02CHMeCH2C-N O 



AB The title 3-aryluracils I (W - aminocarbonyl group; R2 * halo, cyano, 

Karen Cheng 



